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Abstract of corresponding document: EP1 1 62456 

An HPLC method which purifies and/or characterizes large numbers of related compounds, for example, 
those prepared for use in combinatorial libraries, is disclosed. The compounds are purified on a semi- 
preparative or preparative scale, enabling rapid preparation of combinatorial libraries with minimal 
operator involvement, and, preferably, with a purity greater than about 90%. 
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5 i. -m ?mMmm-ftmmm&mm&> fcJs&T 
b> ttm^tt&mnmftTiJcmn&ftViTmjc, &&&& 

10 c) m?GiV&&m&1sm)kftft hplc &ftfl&#/i£#,Sjfofl 

tammtt hplc, ffifcifel* hplc a&tiJI£ftS¥ ft 
■itNtt 3 +tt*B&mtttt££X. rue, WHt 

«*±WWfi5ib^««»«E. TOtt«**ift«* HPLC 2T&*M 

lttMftjHS* 1 flMftt. £*$Hfr HPLC .fl TLC mt&m a <P 

»il#J# HPLC MiCTftftttttftA. 
25 TLC«ra«S*±^ft*#T, Xtl0-lOO%tt*tfi : 'ILC. 

6. ownx* 5 turn x<t>mft*ttM«i tlc * 10-100% 

6 m. £**n*Wtt*£#.fttt TLC* 10-100% 

30 w^fitj tlc mvc&mmmn-K, mm.m hplc #s+*& 
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• « « * • • • • • • • 

IHMfe. 

9. &mim&*6tt*&>%*tamw&m&to'n£ft 10-100% 

mm® tlc &®ft£®mmmm-&. »jaa:mfflwifc^«*»«i 
# hplc nm^femmk. 

10. &JM0NS* i Mm 2-5% 

^sfiHfej* hplc + , uv w/ait ms ttMt. * jfea^w* 
HPLctti»itiw#ja'+#ffl?fii ; Hi'&«; 

hplc mmtt&mmtt «». 

13. &ft#tf S* 12 M^tt. *+4*lr«* HPLC in, *R** 
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ft « * 



gpieiatkm)#W«i4fcW/3ca£»J. 

ft. e*«*M^Ptt*A. Mfftt4bttliniW. 21$. *ra*ft" 

'tf **JM9**tt< ***** ^«Cft^««lRl^^«f 
25 MHN# HPLC ttJ:lE*-BtlSl^ia. N#, «ft-MWE TLC fc± 

in, 0.05<Rf <0.2), ^Rfft (W*H. 0.2<Rf<0.8), iMERfft 

in, Rf >o.g). 4cmi+*e 

30 ( S4^«f HPLCs t )» ( i!5£ TLC * >, 
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jijn. s tlc *&.mEm%mm*j$#M&imjcs 

M^mftft hplc m& tlc Rri^3e«ij-fflm hplc 
m, %*&-*mft£mum'zm# t Gtoftn. m&, sit 

ka. flr»jfiffl*H» hplc **M<MMf. *+*w*m*5tlc 

9U«^r HPLC tft-^Eli*. 

WWW. *i TLC fl/riMMr HPLC, »3fe«mTLC*Lh 

m3t&&wi hplc e> imiMEffiu. wm tlc j£ft*n«fci 
nmmmm* hplc ^mttATMibffcMi*. 

TLC X&*T HPLC MR. & 

mtt&+to4ti?m&mm^m%m*m*M* hplc t 

tt#<fi+HM*«. #J.. HJilU*** 10-100%, 50-100%{fc^« 
ff TLC Mr . * TLC 5*ft*M£ttff AJtfrtttt. «ttaM*r*tt 
TLC »fr, W^*lfc*Wrft*tt#*+(ft«lA. W&fciE£*!£ 

ftftMn<r»ut?irAtiHiiit<b. mmttiimm. 
as w tlc 7AUMflMi^Araittk wenwnr*tt«* hplc 
*#. 

30 4&*^90%ttftS. 
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(t*frtt. CTLC) ft*fl«#fc*fl (HPLC) tt±*t 

^ttHMAT^LhlMbX-EA. Win. -#fc-£4*i--£te*&3J CRf 

S8S0), g'&EHM&ItfflL (AM. 0.05<Rf<0.2). *#Rf£ (Attn. 
O.2<Rf<0.8), SRffiRfte «l*n. Rf>0.8). %^JSMiS9fi99^ 

•a*? hplc. m*xmmm, mm hplc mm. jr* as 

#Jb*f*(k-Mii&lttWtt*^ 90H. 

** •*# HPLC" &ffi**»*&i&tf1H#ifi5 (500 

AK> ssAs&*ffl*Afl&tt hplc *«. *« 

"HPLC fflftttMlft" MM? HPLC xt 

Htifc^MJa^4»*MUj*. ^eirara&ttWHt* hplc 
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5 ib^tt. »#*<E»JIft# (TLC) tf^Mtftffi CHPLC) S±A* 

^W^ft^tt^***-**- Ml. -#{fc£46--j£l&*&3) (Rf 
&i£o), g'S&McRfte (fliin. 0.05<Rf<0.2), ^Rffe <08*H. 
0.2<Rf<0.8), ftftRffi (Mi. Rf>0.8). T&^&ffl&Jl&8Jffi£ 

#*&tt-+ft£fc£i£tT$J& HPLC «T JUMTftMWlWMSff 
HPLC. JSffl*JC«WfeW5W6. HPLC Kjgfctt. flfarsKg 

15 feX 

HPLC" <500 
dtS£> *J£, «U«**ttJ ,B Ml*tt HPLC Xft. "HNS" 

#:fc*fltfafi«J*i& " HPLC HPLC 3fc& 

ttWM. a*KHJ4fc*««JB, €Hrtt«fcVlttitt«. Mi. i 
25 HWb#»JWWM»**lH*. KTttf'&flr^WttHi* hplc 

30 mi. «mttft««mirmftjg. «iM»utmfttttt. 
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HPLC&S 

1K*&* C—t- HPLC fiMW^) ^ftftSHfeffi (SP) *MHMS 
5 (MP) tNWlM. sp W^ft. #*tt*-MI*#**-# 
a«Wft. * sp «HtE*tt*MIMMAMttti. HffifciS, 
hplc ««JWfe****»tt«*. 
HPLC «i*M»5^TW»^i -ttt. «3te***»H 

ffl«a(f hplc Mnira^ftMucft^m^nik*^ mm. 

&TJ!l£*lU?r*S&: fe*** CJ, Chromatography), 192: 222-227(1980), 
jHMtfti'd. Liquid Chromatography), 4: 661-680 (1981), fnfe 
is (J. Chromatography), 249» 193-198 (1982). 

Ait. &%&mft&®»* 

««Jfctt*«MI»M«ffl*W*»fiA CMAXMAM 2000 
psi), ttHfrFIE*, 

ffi&RPM* HPLC ttEttftffc&ft. »fc^#S^€J8«t3>ti8l 
25 (Mta. j®i±30mL/miii) ffl^»i||#HPLC»jE1HlfMfc#. 

<£-fi3fe*^*t'. ¥»/*E#iftia*B. W**HW*«tt#*S 

30 RmHtaSE. fc&-£g#teJBSft8jt. 
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■ • +• ♦ • • • ft 

* • ft • ft ft ft • ft « ft ft 
» ft • ft • ft »ft • ft ft 

ft»ftftftft»4ftft ft ft ft 

• • ft • ft I ft ft ft ft ft 
• ft %• •• ftftft ft* 

^D»W TLC *Q/Bfc##r HPLC TLC fUMHMK^K* 
/SJtfttJr HPLC ttttKMV+K.. ftiWfl^iWt*^ 

J*. 

TWi*-*ll|H^M0Ett TLC ftto&BB^»/]£Mr HPLC 
TLC «KI Rfe, *t*««ftffSm. JW»«3tX*« 

10 wnft&=Ftt$iM&m*®& HPLC (ft-t-EKj&^-^'SE 

ttftHMtt**. *ffft£*WMff HPLC ft/* TLC 

Mb****. 

- bj&. in* tlc hplc m^^sm^m^nm^± 

is 0rW« (W. 95%) 4fc*1WWE*W-E. t€Tffiafi«-tt** 
WHPLC^ISat^^. 

#& <&jk&& m&&nm#} hplc ttftBitra tlc fcftfcts 

(t«h-A*5WWb.(«f «C 6>.' KtmMfi V f (Win. o.os< Rf 
<0.2), *$Rf<t 0.2<Rf<0.8), **Rftt(«*q. Rf>o.8). 

25 tlc «uuMB7ttifcMH. mmm=^&, 

ft. *ETO^*l*tf*IMH* HPLC §Mbft*tttt*#ffi& 

TLC ttJJMa*&ft)B. Rf 41. 

E. jtt-J^flttifc'frlWftfi 1 tlc ft«i* hplc, fM&n&Jfcfll 1 J9rffi&< 
|ETLC^±ffi^«^^Wtt3&^I^8(P/»¥*/20%* (v/v>, 

30 1 SMS*. 
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• • • • « • • * 

• • ♦ • • « •* 

• * ff • • • • « « * 

• • • • •»»■ 
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•njcmmmttm, mm^rnmmmmm^-aPLc ft 

E, ftttflraJftTttM HPLC W«(k«AIM^ftKtt 

#. a hplc mmm^mtn^ hplc 

tt?££8}##r HPLC ft, IMXttMEX. TLC * 

ft'MWttft^*#. nreuiyB**tt«#*M(# hplc atfe, Mit 

«3&»r4t^«i^*i4tt#aBS^iT tlc hplc a*r. s 
mm+mi?m&&&m^mmm&*Mz hplc. * 

rTGWHt** 10-100%, tm 50400%ft£4&ifo 

tlc m. '» tlc MftitttttttAiftfftttt. aa«f»t*tt tlc 
wttiMf wttiwt. »**«*tt#aaw*w. tlc 

25 b) ttg^Wtt^&Wftiafcfi 1 TLC flflftfrff HPLC, 

c) aH^4UH£ttMMVM^«r HPLC ftifeB* (MMtt 

#HPLC#&. *D 
so d) «Wt««l*JJr»ftm 
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• * ■ • 

hplc trttMswft.mn 3 +«s*k£m$i 

*93: (MUtfmfr HPLC), flflftMB? 3 +«$K2JQtt:il£ 

M? HPLC *P TLC a ffft*tttt#*£f« 

fcJWW^lfcJdWffWMr. fiHUitiW* HPLC Stfrfflffc. 
ttWAMItfbJB. ftMM£#A4> ftMUNtt. fcll&TJB^&g 

mfeftRfS, ^TttffiftJJt* I f 10-100%, ttifi 50-100%^%^ 
TLC Mf. a *3&r TLC 4in«S*±«R8Sl«#TttlT. 

ia^SW^^p^W^m^*^^^*^ TLC, rT 

Mmx&i&fflm&in io-ioo%#ft tlc 
(IrfHWMlMB-Ki B&m#m&m\4k hplc #&aafif«3£. £ 

&m&m*±mttm®u% hplc * , immmmfm ms 

a) m& tlc hplc m^^mm^^^sm^m^ 

b) ^RfSE#9Bt(B]«W-a#*fi«I-ffl«!)#HPLC*#ffi^, 
*+*Ji«T TLC «dMff HPLC fD 

0 nn*to-w^®m*&Gmmft®*&*mz hplc, 

a* 

1 > mzmm* hplc ^«p#aiwj5feK«-«j^*i4^«t» 
mm. %-wmztm&mmM; 

3) mimmmMtmmii&totfym, 
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4) m&niftmftittomsk* 

mm*®, m^^mm-ym^m^m. % 
-urn, &&M%^»&m&fr®fc&&TR&*'j>*&ft. 3aa* 

rnxm. mm&%*mnm. mmmmmum& uv 
m, m&miismm* %7UvE*snm&mm ms 

to&m&*. %jmmnm*> nm&m hplc mzmm 
&m&mmtmni!n®m&, uv/dad (znstmn 

*m&mftTmm. <&m4iirm& wwwfom ms & 

*&» 09*n, Sil 'HNMR. %T%mWiftil4&[>to1&&, HPLC 

££m'M8H£W&, a* tt-+m?mfeit*®m Log p <g, ma- 

&E*;sat$8jm ^um^m^ hplc agfeia^MW^wt^ 
&w Log p mm. m>*®m%--+QL-k®mto--m, %m 

ffifcXT 95%. 
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$$H, ££$lSKBl#tt4fc (leadoptimizaton) 

&s«> ft** *** **** ***** 

guinolono, MB, penems, Offf*. *P«3*-*, 

is anthracycibe, -*#^£-&> ILtt* >NK* »*B^- 

25 m. m, mfstmm^m m-m±mi&^ m&wt&Qr (2-25 
3 o :«m, fis^»ffi> ft*msM« s'-wza 



WEST 



*Utf«*t> ♦Mf,-«W^ PJMWK* nojorimycin, 

H*&fK»ftttNn- ws*iwy« p ato*»« 

*«. a. «S. Ml* &«6&' WML. *««Mk. 

20 'flatffttt. 3HMM5*. *W*Z.ittH. 

6) **TO**Hfi**l«fr' ««tWW»#«» 

25 7) nm±Mnm^mmmwmmn. 

3E*WMh Win. 
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?Ltt*J#£?L»^n.*^*4h ftftZ,ftT=ft**- 

n. ^mmm^m^, pva >m%. xmnrstimft, * 

mm, &mftm. &%MmmKm*z#mm, mm, mt 
®±mimmn. mm^^^mum^Mrnxm 2000 

411. ft. it. a^«*«*a. mm. «..«»a. ft 

ft. -RlMli ftft+^TftftMaTCftft**. a*. 

fc¥ftftftWBWF* JOT«E*f*ttttft*i *«ftft±l&H & *ft 
£8Mfc£fcftfc4x*$togpfe; tt^KftftftftftXeffdH:. 
iWftttWGMHWftm ftt*W*ft"H*«fttt«* ft, ft. 

ft, mm* «« m««4&a*. ft*3ft» ■ w 

flttftftftSWC^ft. ftftWtt***ftft*ftlMKPft+. a** 

«p»w«ft¥*waiftttst#fb«»w. 

IHHIttim ttft*. M^f'C^^, MT#fMlft. 
ftftK&9fttt-fttt£llttftM. fflitftftffl^ftftftfllttftftib'ft' 

ftftrt*. MflMWWJUttift. 

ia, «^MA«ARttftMia^rsnftft. mmz^tiL*&& 
ft>t. -AnimmrA. «ftMftft¥ttttftw^#ft£PiaMHfc 

JMffftftftftftiTOftftftftftEftftfrttftft* 

11. wwmtim&mwmvr, mm*»mmm&m 



WEST 



tom&mm&m mmmmm* ^mmnmmj&B. 

ttlM&KrtiJ!.. &m$.m&Mte (simple set theory), tt^fcftStfttt 
$k3LBf&i&fa&ft&ytM (independently variable structural diversity 
elements) n, n A~immWW, mmft&mZWWmMWW* 

u ^w gaum. &m&&m%mx&tom&. *r&i&a 

(3) &&&mmft£%+mL#*mftm&ji. 
skis**, as*. mkxmi&&. m&zw m&%&n%ft> 

m&wt cis tlc m 80/20 v/v 0 w 

6.2<»f<0.8, B£Rf*o.8. 

Rf-0 ftlft>£#l&JB F»i&ft 0.46 mm 8) 5 50 mm C18 
HPLC SSMrifett. ft^attW-t*^* <*HW A 98/1.5 

(v/v), MftffiBlOOKW) n^mftitfitw. 
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Rf ft 0.2 m 0.8 trnm^mmmymm i mmftm. *f £ 
o.o5 * 0.2 zmftttmrmmmmwm. w*? o.8 » 





ifol (mL/min) 
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SRiS (mlVmin) 


%A 
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2f*m (Mr) 



WW (#> 


%j£ CraL/min) 


%A 


%B 


0.0 


1.5 


30 


70 


5.0 


1.5 
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100 
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100 
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70 
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fflSSL (mL/min) 


HA 


%B 


0.0 


1.5 


95 
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1.5 
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95 


6.0 


1.5 
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100 


8.0 


1.8 


95 


5 



»^^ 5»sesd» BRS-ra*. toT&s-tft** 
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WHO C5J-) 


(mL/min) 


%A 


HB 


0.0 


28.0 


90 


10 


5.0 


1 28.0 


75 


25 


6.0 


30.0 
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95 
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100 
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25.0 


90 
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asii cm*) 



*frffl (#> 


90S (mL/min) 


HA 


HB 


0.0 


15 


70 


30 


1.0 


28 


45 1 


55 


6.0 


28 
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100 
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1" o 


100 
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30.0 


70 
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W& (mL/min) 


%A 


%B 


0.0 


15.0 


45 


55 


1.0 


1 28.0 
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70 


1 6.0 
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45 


55 
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BiRl (fr) 


$j£ (mL/min) 


VoA 


%B 


0.0 


15.0 


98 
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1.0 
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6.0 


28.0 
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#*tSft. Gilson 215 *ti^»/.1W»*AW 50 SC 

WWWS* Gilson 306 «. 1.5 SC 1MB Gilson 307 S 

TO* A* 50 SC«jfcOT«8HPUC Gilson 305 SI. 
806 Gilson U1C««IM. fiAITMMr Gilson 806 SE^iW 
W.ttffl m HPLC Gilson 170 g-JK* fc^^ftCinicromass 

ft MS ttPHW.^ LC £). MS ttf^«-+ESfttfl*Mff»» ftR 

*ttnff*%K <AH> fl. JTIWBWtffc*** CAPCl) # Megaflow 
(clectrospary) ««**. JHWMWWMrtr-tWW* 1 ** 
ft. ff^WrWf^GilamEJtf^ 

LC fc&ft 1/1000 ACURATB # Upchurch #$Hft. 
t&&36&* Digital CELEB GL-2 ittttl. Hewlett Packard Jet 6? 
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ffGPtfl. Windows NT V.4.0 TX^fltj micromass Masslynx NT 

3.1B6* Opcnlynx Version™. Faractioiujynx™^ Guson (ftUpipointv. 1.64 
*#. 

g^il^HPLC/UV/MS W&KJflB 1 JJfiR. 

*W UV m$18M% Green Peek, Upchurch Scientific, INC 0.03"E>. Mi 
&&mftM&% Green Peek, Upchurch Scientific, INC 0.01* 'ID. M.#8M& 
HI Upchurch Green Peek, Upchurch Scientific, INC 0.07"ID« & 

Upchurch #ift&f!]zlcft& A Green Peek, Upchurch Scientific, INC 
0.01"ID. )k£m&mft%t&&% 0.04"ID (Tubing Accuratt/FC 
i6-^PE-1000FC). 

WKtfitfWOT 30 inL/min oU0fofc#ffi 
JMttMMWm <5 fltfWE*). fttt HPLCs 

*. 

m i fi^T* hplc £9WMMtttire. m%> mmm 

mW&& A W& B ifcjiOTfcSC&ff 10 port Rheodyne 

mti. &mn*, u 1/1000 -tsutMM. aw~»^ams, 

i£Aj&8ttt£, 3ta UV MS MSmflMbftttJg. &#i|fcl*#ff 
aAfijMS KW^JfiillS#SII#, Utt (electrospary) 
(ESP) L5 mL/min. ##«5tilz:fc#0fc« 

(Upchurch ff a&fif 4Hft. M^*** 300 uL 3£A ESP 8Sfh 

X^dttSCft 1 ! 1 . -^at*^fl55$nffi*ft**W (APCI) 

ms ^Hnnsi&stn. mmm&mmm®> uv 

(50/50) 3K3j*b, in* 9^. 

16 
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m 


ttfttt* 

(mL/min) 


( mL/min) 


HtffllSB 
(#)MS-FC 


BtWBiB 
(*>) UV-MS 


ESP 


22 
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20 
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15 
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30 
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15 


12 



ss&ttmi&tt. mm&% peg 200 s peg 1000 wut 

5«tt(fc^JM«^tt*tt«3t HPLC ft. <t*IM&4HP* 
ISM 100-650 g/mol 0.1-200 mg 

£50-2000 ttfttft. 

aSHifflft^ll*. M 80/20 * IttfittftMai. *»5.+ 
ft<£ttjILCfflig, TLCBIM2ff9. 

i|«TLCttR&*tt*0.11. 4^MM.HPLC2rtt-C^Jt#ll 

&N# HPLC &±JMUMft{fc*ty. 2 mL, «ft * 150 

mg ibfrtttt mL DMF. ifc^fe£«!l* HPLC fcJbtt#8l»tra£ 3-3.5 # 

in. 

mmm&^mxsmm w a 0.01 >. 
-*« i* hplc mft«9i»4>amr- 450 4***, 
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91%. 25 mg. X? S$%ttit£mmtX? 95%. 
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